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WARNING LE’1’711~

Dear Ms. Mendoza.

An inspection of your medical oxygen manufacturing facility was conducted by Food and
Drug Administration (FDA) Investigator Kenneth M. Okihara on April 29 through May 7,
1997. The inspection revealed serious violations of the Federal Food Dmg and Cosmetic
Act (Act) as follows:

VIOLATION

501(a)(2)(B)

1.

BRIEF DESCRIYI’1ON

Your drug product. Oxygen, USP, is adulterated in that the controls
used for the manufacture, processing, packing or holding of this
product are not in conformance with the current Good Manufacturing
Practice (GMP) regulation, parts 210 and 211 (21 CFR 210 and 211).
as follows:

Failure to assay incoming liquid oxygen for identity prior 10 filling
cryogenic home vessels at your facility [21 CFR 211. 165(a)].
Specifically, each vertical gas liquid (\’GL) container is received from
the supplier with a valid certificate of analysis (COA). However. since
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Ihc analysis is not witnessed, each VGL must be tested for idcn[i!y,
Additionally, periodic analysis should be performed by your firm to

verify the rclinbility of the supplier’s analysis ml o samp)e of n ncw

batch should be tested annually by a third party for compliance with

United States Pharmacopcia (USP) specifications, (

*
2. Failure to assay one filled medical oxygen gas cylinder from each

filling scqucncc for conformance with USP specifications [21 CFR
i6S(a)], $ccifically, one cylinder from each manifold filling sequcncc
should tc tcs(cd for identity and strength. No test results were

rccordcd on the following Compressed Oxygen Cylinder i3atch Logs of
lot numbers: OM)497A, 030597B, 010697, 030797B, 010797, 04 1197B,
C ad D, 011397, 011497, OljS97, 041597i3, 041697A, 011797,
021997B, 022197A and B, 012297, 042297, 012496, 03249711,

012797A and B, am! 01299711.

3. Failure to vent and cvacuatc each cylinder prior [o filling with medical
oxygen gas [21 CFR 21 1,84(d)(5)]. Specifically, each cylinder, prior

[o being filled with a rncdictd gas, should be vented to atmospheric
pressure and cvacuatcd to a vacuum of twenty-five inches of mercury at
sca Icvcl. Thcsc steps were recorded as not being done by the word
“NO” Cntcrcd in the “Vent” and “Vat.” columns of the Compressed

Oxygen Cylinder Batch Logs of lot numbers: 010297, 010697, 010797,

010897, 011097, O21O97A and B, 011397, 031397A, 011497, 011597,
011797, 02 W97A, 012197, 022197A, 012297, 012496, 022697A,
012797A and B, 022797A, 01299711, ml 013197A.

4, Failure to review laboratory and production records for accuracy,

cmnplctencss, find compliance with established standards prior to
rclcasc for distribution [21 CFR 21192 and 21 CFR 21 ~oWMO1.
The following lot numbers of the Compressed Oxygcn Cylinder Batch
Logs were not initialed or signed by the rcvicwcr: 020497A, D and C:
O31O97A and B; 021797A; 042197A; 042297; ml 022597A.

S. Failure to assign a diffcrcm lot number for cnch batch or manifold
filling scqucncc [21 CFR 211, 130(c)). The medical gm filling

m:~nifold has twenty outlets, I?owevcr, murc tlutn twenty cylinders Ilil(l

[k same lot number on the Compressed Oxygcn Cylinder Batch Lot il!i

t“olfows: 010897 on sixty cylinders, 011097 on thirty-two cylimlcrs,
011397 on thirty-two cylinders, 031397A (In Ihirty cylinders, 011597
(JII thirty cylimlcrs, 011797 (m fifty-1’t~ur cylin(l~sr~,012197 on tt\irty -
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8,

9.

10.

11.

3

[hrcc cylinders, 012496 on (wcn(y-six cylimkrs nnd 013 197A on

Iwcnty-eight cylinders,

Failure to perform adequate prcfill checks on each compressed medical
oxygen gas cyiindcr prior to filli~g [21 CFR 211●84 LI)(3)I.

Failure to include complete information on each batch production
record [21 CFR 211, 188], and failure to rcconcilc [hc quantities of
labeling issued, used and returned on each batch production record [21
CFR 211, 125(c)].

Pailurc to establish dc[aiJcd written procedures for all mctlical liquid
and gas operations [21 CFR 211. 100(a & b)].

Failure to quarantine each finished dmg product prior to rclensc [2 1
CFR 211.142],

Pailure to calibrate vacuum and pressure gauges and thcrmomctcrs at
suitable intervals [21 CFR 21 l(b)(4)].

Failure to document the execution of the various production and control
functions at the time of performance [21 CFR 211. 100(b)].

503(b)(4) 1. Your dmg product, Oxygen, USP, is misbmndcd in thiit it is regarded
as a prescription drug and its labeling fails to bear the statement,

“Caution: Fwkal Law prohibits the dispensing without a prescription”,
or the modified caution statcrncnt, “For cmcrgcncy usc only when

wlministcrcd by properly trained personnel for oxygen deficiency and

resuscitation. For ali other medical applications, Caution: Federal law
prohibits dispensing without prescription” 121 CFR 201. 100(b)(l), 21
CFR211 .122, 21 CFR211.125, and21 CFR 211.130].

“llc ahovc idcnli!kiltion of violations shoukl not he construwl to bc tin illl inclusive list of

dcficicncics ilt your f:lcility. It is your responsibility to ensure thilt your fficility is in

complctc complinncc with fill rcquircrncnts of the Act.

Adulterated iid misbranded drugs may k seized under i]uthority (II” the Act, Section 304.

The introduction or delivery for introduction into interstate commcrcc of illly idultcri~td (}r
misbramkd drug is prohibited by the Act, under Section 3(JI ({l).
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A copy of [hc I:orm f:I)A 483 Inspcctional observations was prcscntul to you at [hc

conclusion of the inspection. A copy of 2 I CFR Pati 211 was itlso furnished to you during

lhc inspcctiono These are cncloscd along with FDA’s ~ GMCSGMUMUX
0,

ml a copy d’ a speech by Mr. Duane Sylvia of FDA’s Oflicc of Compliance, Division of
Manufacturing and Product Quality, Center for Dmg Evaluation and Rcscnrch, His speech
contains useful information on how to comply with the requirements of 21 CFR Parts 210 &
211.

Please notify this office in writing within 15 working days of rcccipt of this letter of the
specific steps you havu taken to prevent the rccurrcncc of similar violations. l%ilurc to

promptly correct these deviations may rcsul[ in cnforccmcnt action being initialed without
further not icc, If cornet ive action cannot be cotnplctcd within 1S days, state the reason for
the delay and the time nccdcd to complctc the corrections. Pica.sc submit your response to
the Dmg Team Lxxlcr, Food & Dmg Administration, 1431 Harkr Bay Parkway, Alamk
CA 94502-7070.

Sinccrcly,

+

‘*W
Patricia C. Ziobro
District Director
San Francisco District

Enclosures: FDA-483

21 CFR Parts 201. iOO, 210& 211
Speech by Mr. Duane Sylvia

Compressed Medical Ga.sc~ Guideline;


